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PATENT SPECIFICATION (") 1268243 

M NO DRAWINGS 

^ pi) Appliathm NoL 12S44/69 (22) Rfad 11 Maidi 1969 

(71) OiuvackBt ApplioainiaNo. 711 897 (32) Ftloi 11 Maidi 1966 si 
QO (33) UUtBd Sam of Amena (US) 

W (Jl)taBnMiiii»daaHific«iiooC07d41/00jA 

C2C 17»-271^1 mK3 1E4KS 213 220 227 22Y 246 
m 250 251 2JY 290 29iX 29y 305 30Y 314 31Y 
521 3S 323 326 32Y 332 337 342 34Y 351 352 
355 360 362 364 365 366 367 36Y 3S5 396 
3A10E3D4 3A12A4A 3A12A4B JAiaB3 3A12S7 
M12C3 3A12C5 3A12C6 3A13B3 3A13C10II> 
3A13C10F 3A13C10H 3A13C1B 3A13C1C 3A13C4C 
3A130SA 3A13C9 3A13D 3A7V1A4 3A7V1E1 
3A7V1G2 3A7V1J1 3A7V2A4 3A7V2E1 JA7V2G2 
JA7V2JI 3A7V2K3B 3A7V3A2 3A7V3F1 JA7V3J5 
3ASA4 3ASS2 3A80 3A8G1 3A8R 43X 45X 4SY 
509 50Y no 51X 534 601 610 613 615 620 621 629 
SI «J5 ^ «p M6 Mp 661 66Z 670 672 «5 
680 681 682 699 760 775 776 790 7»Y KP LF LH 
LM MB MM MJ QL QS SO ZB 

(54) lM5>T7n(AHn)R0.3H^.BBNZAZBPI>llS 




The mTcotioB relates to wiMtinnrd lA4>5-tetiaIiytbo-3H^.taizaz«piBes. 
rfim ^..SS'SSV'^^f'?^ '^"'Ji^* pmdadax aaalgaia and 
nuj^u^ng pain m snnnals. They are aw useful as ama^bnixts of naxcotks sodi 

As laed thnnghoot the foUoiriDg detcnptioa aiul da^ 
agro«]pcoiaatoujgfhaiilo>5esiboaatnm». 

AoondiDg to the pnaent kvcntios there b provided a oooipoiind «f theft 




R is lower aScyi; 
aijl-C,--<^, atteayl; 

d'widi NHa <5h, OdB^hakcni «n^;T™™"' 
aiyl-Ioffcr aDoi, die azyl grtx^ setoed tm fbexgH, 

gavpi aa allTl gram wbnituced hr a hetem^dic ifag 
with one or more pbasfi, hydnnl or agl notmii - 
mode^ misiifasiinited of subsdaaed In aiw of Ae mna 
OGHu halosc^, ■ftjfOi 2<2JsoiD<loyityM7Ktlie t 

'""T SEE CORRECTIO: 4 S'JP ATTACHED 
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mbaitutpdl b ai? of die caaatnlng postdoni vnA NH], OH, OCHu halogen, ilkj^; 
2-r44«mn^l-fHIKraBa]fl]-«d(yt^ VtbarAmktf nmiAninind or a*ain5«i m 
tteW^cr «5«ion «>ib fflToCH^; 2#pliEiiyl-l^t«^ 
plmyl moiety uontbitlioiBd or nfodaned ia oe e, n, o-positioii mm HHo oa, 

tmsiSiainaSw n£stiaittd in the 0. m, or />-po£»n vidi NH„ OH, OCH„ Inloseg. 
olk^: Is Iradrogen and R* ia bydtoseq, lover alk^, pboql or phta^Iawer 
alM, or R^ and R* ere lower alM: R' ii iQidnsn or km alkyl: R« and R* bib 
l^ydngob bncr aQmiQr, CH,OCHiO— , Itydron, pyxidiae ozbozyltc add tit er of 
' ' a BoaPL amino, tower alkjd, lialogen or nltn>; R* and R' are faydrogea, tower 



R». R», R*. R». R*. R', and R» ia oriw dm fcydiogcn wlien R ia 
eidier hydiogeo, tower tSM, aUyl or jtojWower alkyl; and diat n^ber nerV 
ia fr«Uaro when R< R'. K\ R>, R', R%ami R* are hydngea and porided diat win 
R« and R* aie mediozy, R is not bytbogcn or medniy. 

In dte foOowliig discus^ of die process of the invention die qmbob R dnoDfli 
R* eie IS be regarded as defined as above ooleis diere Is « ^edfic iadicatios IP me 
oootnty In the dteassion. The oonqwunds of the invcstkm wixRiii R is l^drQSen 
may be piepaied ty ueaiing n oaapound of the Jti ula 

K - 

faydiQgen halide in a polar solvent sodi as aoedc ad^ waimiag the icsaUag 
»4^J5rnTHfrpinr wfiwrnr B> piwlde a qdie imide of ti»e fomiila 



and sekcdvdtr ledudqg die caiboiiyl groups adjacent die ifflido group in die compound 
of Fonnnla uL 

Bonme is a suitable teagent for use In fedndag the catfaoi^l groq» of die 
comp o'""^ of Fonnnla HL 

The "»rpi»""''' of the inventian wiicreb R is faydragea may abo be prepared^ 
hydiogenaiing a am^ound of Fonnula IZ. The h y d w g eaa don is picfenbiy efbaed 
catalMcalty using Raocy nickel catalyn. . ^ _^ 

Tbt oosvooads of die bmadoa wfaerdn R b hydrogen and aqy of die snb- 
B R^ dsin^R'^^mr aOg4, pfaenyi or pheivl ioirer alkyl imqr be pr^^ 
dog aa aoiaie of ' 




wlieieia i<tt ia a todeocaiboa Boim aod X is halogeq. 
ticadng die acid %a obained vrii a hakwiadng 8^ ra^ 
pm^ die concqnading acid balid^add&gdiraddta^ 
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y ndnfing dte oifaanvl gnup in the mjinnpr aaeij of tbe "W>i»tnnt1 of 

Fonnuh VI aad q^niiig off Ae zadiod R«— SOr— tbatfaan. 

p-ToUkBcraUottTl chloride is pR{ured bsb u the oompound of die fcnnula 
RA— SO(X wUle ethylhionuMeettte m apprqniaitly nibstitated derivative dxieof is 
piefmed u the etter of Fonmila V. 



Sodium bondiydxide is a ftdemd reagEot for me is icdiidng celectivtly die 
caibt^l gzTwp in me ooomoand of Fonoola Vl. 

Tiweonqioimdsof RaniuUI wJiadnRitodierdianbydiogmim^ 
by Rsamg sudi a ooffipoond in wtu'di R Is hydregea.toidt a leigent wiiidi will 
rq>laoe the bydngm widi one of groops R odn dum hydioges. Such xtagno ii»- 
dude oonpounds of d» fbnnulat lUC ind R—C: OX wheidn R is odn dm Indxogta 
and X 18 halogen, as weU ta aldehydes and IxOBia having at le« dro 

mm a leagent of fbnmla R^-CtOX is used die caiboajl mekty b inb- 
aaiaeni^y sdeatre ledrnd to a med^lene gnx^. liddnm atamkun hyidde is a 
pttnned xeagpit for the scdndien. 



Wbea an aldelqde of ketone it wed as die xeagau die doobk bond in die mniety 
yached » tte mnogen stwn bi ifae azepine ring of d» predbct nay be itdnced. 
Sodinm bcmMilde is pnCencd for dw lednctiaB. 

SuitaUe changes can be nade in Oe subsdtuena R< and R* b rwnwynnnj, of 
Fonnula I by meaai appireat t» diste afciUed In die an. In one wnW.'mwiT of die 
piooess of the invention, cnmpoiinds of Fonania I wfaadn R Is Indiogcn aad at least 
' R* and R* is an alfcoay gnap, are tnand widi aqueoos l^dragen hslid^ 
]fy the bnmde, to diave the Okoity group and pmrlde a co n t sp c ud lng 
' e mqr be effected befae or after the reaoion of die 
convouads «f fonnnlaa RX and RC: OX w an alddQde 

Bctag onanlc basai dte aboxre compoonds readily fonn salts widi organic or 
(BiBC adds audi as bydrodiloii^ mald^ tartaric; foltoic; and odier noSDxic 



Eaomy cnmnwinds £mn llie poba of vie* 

te «Mg^ are oonqiwntb hi whidi R* aad> are Mrrn^ or loner alkocy. 
The fidlowlng Heacdon Sdieme A iUosoaiB gnpUcally two paaend tedadaneB 
for prmaring a iqncsentBiive oo^^ 

TrKS^ R. US&T' • 



